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Neurodegenerative diseases are one of the main causes of mental and physical
disabilities. Neurodegeneration has been estimated to begin many years before the first
clinical symptoms manifest, and even a prompt diagnosis at this stage provides very little
advantage for a more effective treatment as the currently available pharmacotherapies
are based on disease symptomatology. The etiology of the majority of neurodegenerative
diseases remains unknown, and even for those diseases caused by identified genetic
mutations, the direct pathways from gene alteration to final cell death have not yet been
fully elucidated. Advancements in genetic engineering have provided many transgenic
mice that are used as an alternative to pharmacological models of neurodegenerative
diseases. Surprisingly, even the models reiterating the same causative mutations do not
fully recapitulate the inevitable neuronal loss, and some fail to even show phenotypic
alterations, which suggests the possible existence of compensatory mechanisms.
A better evaluation of these mechanisms may not only help us to explain why
neurodegenerative diseases are mostly late-onset disorders in humans but may also
provide new markers and targets for novel strategies designed to extend neuronal
function and survival. The aim of this mini-review is to draw attention to this under-
explored field in which investigations may reasonably contribute to unveiling hidden
reserves in the organism.
Keywords: neurodegeneration, compensation, Alzheimer’s disease, Parkinson’s disease, Huntington’s disease,
transgenic mice, genetic models
Introduction
The prevalence of neurodegenerative diseases, currently one of the main causes of mental
and physical disabilities, has consistently risen because of the progressive aging of the
worldwide population and is especially affecting highly developed societies. Examples of the
more well-known neurodegenerative diseases include Alzheimer’s disease (AD), Parkinson’s
disease (PD) and Huntington’s disease (HD), but a myriad of other rare neurodegenerative
disorders exist, e.g., Pick’s disease, Creutzfeldt-Jakob disease (CJD), progressive supranuclear
palsy (PSP), and amyotrophic lateral sclerosis (ALS). However, regardless of the nature
of the disease, neural loss in the majority of the cases is estimated to usually begin
10--20 years before the first clinical symptoms appear and even a prompt diagnosis at
this stage provides very little advantage for further effective treatment. Moreover, most of
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the cases have a sporadic occurrence, and even for those in
which the genetic factors have been determined, the distinct
molecular pathways leading to final cell death remain unclear.
Therefore, the currently available pharmacotherapies are based
on disease symptomatology and, apart from alleviating the
typical symptoms, they do not restore neuronal function or
prevent neuronal loss.
Most of the classic animal models for neurodegeneration are
based on applying neurotoxins---an effective strategy for studying
phenotype but this generates immediate neuronal death, which
severely limits the opportunity to observe the molecular changes
associated with the authentic, slow neurodegenerative process.
Thus, the statement, ‘‘the lack of a good animal model is
frustrating in efforts to curb disease progression’’ (Beal, 2010)
appears to still be valid, despite the progress in research focused
on neurodegeneration.
Why Can We Not Fully Replicate Genetic
Diseases in Transgenic Animals?
Advancements in genetic engineering over the last two decades
have provided many transgenic mice that have been exploited
as alternative, genetic models for various neurodegenerative
diseases. These transgenic mice were created by either precisely
targeting the same causative genes involved in the human
disorders (e.g., HD, some rare familiar forms of PD and AD)
or the genes controlling the subcellular changes and processes
affected in the diverse neuropathological conditions, such as
oxidative stress, rRNA synthesis, inflammation or mitochondrial
dysfunction (Schwab et al., 2010; Parlato and Kreiner, 2013;
Pickrell et al., 2013; Ribeiro et al., 2013). Surprisingly, many of
these models do not fully recapitulate the inevitable neuronal loss
(or at least not to the expected extent), supporting the proposal
that different genetic, cellular and environmental factors may
contribute to the ultimate cell death. Some transgenic mice
fail to even demonstrate the phenotypic alterations associated
with the modeled diseases, providing further evidence that
humans and primates can be more vulnerable than rodents to
the same triggers inducing neurodegeneration, a phenomenon
also observed in pharmacological models (Przedborski et al.,
2001).
In particular, extensively studied transgenic AD models,
such as mice overexpressing β-amyloid precursor protein
(APP, disputably but generally accepted contributing factor
to AD), PS1 and PS2 (expressing mutated presenilin-
1 and presenilin-2, respectively), APP/PS1 (harboring
human transgenes for both APP and PS1 together) and
Tg2676 (overexpressing a mutant form of APP), do not
demonstrate the expected loss of neural cells (Duff et al.,
1996; Oyama et al., 1998; Elder et al., 2010). Conversely,
there are examples of models in which cognitive functions
remain intact despite overexpression of APP (Masliah
et al., 2001). Moreover, the so called ‘‘tau pathology’’
---formation of neurofibrillary tangles (NFT) due to hyper-
phosphorylation of a microtubule-associated protein, which
is another characteristic feature of AD---was not observed
in most of the APP overexpressing models (Ribeiro et al.,
2013). Another approach of creating AD transgenic mice
models was related to tau proteins. Hyperphosphorylation of
microtubule-associated protein tau (MAPT) can result in the
self-assembly of NFT being involved in the pathogenesis of AD.
The first transgenic model designed upon targeting tau protein
did come out with any visible neurological phenotype (Gotz
et al., 1995). Further attempts revealed only minor motoric
impairments and tau protein accumulation (mostly in brain
and spinal cord), however classic NFT were not observed or
narrowed only to certain neural tissues (Eriksen and Janus,
2007; Wiedlocha et al., 2012). On the other hand, in the Htau
mice characterized by expressing six isoforms of human tau
without containing any mouse tau protein, the development
of NFT was not correlated to the direct phenotype of the
mutation and extensive neuronal loss in aged mice (Andorfer
et al., 2003, 2005) indicating that the mechanism of Tau-
mediated neuronal cell death remains elusive (Andorfer et al.,
2005).
These discrepancies between the expected and observed
phenotypes were particularly surprising in transgenic models
created by directly targeting the identified causative genes.
In the case of PD, there are currently recognized up to 20
genetic loci that have been described and implicated in the
pathogenesis of PD, in which the mutations contribute to the
familial form of PD (Scholz et al., 2012). However, none of
the rodent models created by targeting these genes demonstrate
profound neurodegeneration of dopaminergic cells, including
the dominant mutation in leucine-rich repeat kinase 2 (LRRK2),
the most widespread mutation among humans (Chesselet and
Richter, 2011; Bezard et al., 2013).
Perhaps the most disappointing results have come from the
classic models of HD. Huntington’s disease is a progressive
autosomal dominant inherited neurodegenerative disease that
is characterized by uncontrolled movements (chorea) together
with emotional and cognitive symptoms and inevitably leads
to death within approximately 20 years. The cause of HD
has been known since 1993, when it was identified as
a polyglutamine (polyQ) expansion of a stretch of CAG
repeats in the amino-terminal region of the huntingtin (HTT)
protein (MacDonald, 1993). Therefore, one would expect that
an accurate replication of the genetic malfunction directly
responsible for HD in humans should result in exactly the
same phenotype in mice. In fact, knock-in HD mice with
expanded polyQ tracts do not differ from their control littermates
in life span or body weight, demonstrating only mild motor
deficits and very moderate cell loss (Lin et al., 2001). Moreover,
this resistance to the mutation is emphasized by the fact
that these mouse models harbor a considerably larger CAG
expansion than is necessary to induce the human form of
HD. Thus, it may be concluded that mutant HTT (mHTT)
appears to be more toxic to primates than to rodent models.
Paradoxically, despite knowing the precise mutation responsible
for HD for more than 20 years, the most studied transgenic
animal model of HD is the R6/2 mouse, which was created
by expressing the amino-terminal region of HTT, thus not
accurately representing the cause of the disease (Li et al.,
2005).
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The aforementioned observations provide clues to the
potential compensatory mechanisms that protect neurons
from death in the evaluated genetic models, which may
help us to understand the preclinical deficits observed in
neurodegenerative diseases and provide better insight into the
pathogenic mechanisms underlying the initial, symptomless
phase of their onset. There are several candidate pathways
and molecules whose activation can be considered as an
effect of the compensatory processes evoked in response to
the introduced mutations. The limited content of this mini-
review will not allow for a discussion of all the possible
dilemmas but will concentrate on a selected intriguing examples
based on the very recent literature, listed in alphabetical
order.
Autophagy
Autophagy is a self-degradative process that removes
unnecessary or dysfunctional cellular components through
the actions of lysosomes and is important for balancing
sources of energy at critical times during development, and
in response to any type of cellular stress. It is generally
considered a pro-survival mechanism (Glick et al., 2010). Thus,
autophagy may be an essential factor that maintains neuronal
homeostasis, and its impairment has been implicated in the
development of neurodegenerative pathologies (Bakhoum
et al., 2014). Additionally, it has also been proposed that
the autophagy-lysosomal activities may play a pivotal role
in neurodegenerative diseases by removing damaged or
dysfunctional proteins and organelles that are a cause of
oxidative stress, such that autophagy may be considered
an antioxidant system (Giordano et al., 2013). Induction
of autophagy has also been reported to be associated with
rescue of the tau pathology, which suggests that formation
of autophagosomes may be considered a compensatory
mechanism rather than a trigger for neurodegeneration
(Bakhoum et al., 2014). Our recent study, exploiting the new
model of HD-like neurodegeneration based on the selective
removal of transcription factor TIF-IA from medial spiny
neurons (MSN), revealed that the transient upregulation of
phosphatase and tensin homolog deleted on chromosome 10
(PTEN) kinase, a tumor suppressor that inhibits mammalian
targeting of rapamycin signaling and induces autophagy,
may result in enhanced MSN resistance (Kreiner et al.,
2013).
ERK (Extracellular Signal-regulated
Kinases) Pathway
Alterations in the ERK pathway have been reported in some
neurodegenerative diseases, accompanied by an increase in the
protein levels of ribosomal S6 kinases (RSK) in several models
of HD (Xifro et al., 2011). RSK are involved in cell growth
and survival, and are regulated by phosphorylation controlled
by mitogen-activated protein (MAP) kinases, including ERK
(Chen et al., 1992). Pharmacological inhibition of RSK, as well
as knock-down and overexpression experiments, have indicated
that RSK activity exerts a protective effect and may act as a
compensatory mechanism with the capacity to prevent cell death
in HD (Xifro et al., 2011). Another study reported a role of
the regulator of G-protein signaling 2 (RGS2) in controlling
the compensatory response in the striatal neurons of HD
models, suggesting that RGS2 inhibition may be considered an
innovative target for neuroprotection (Seredenina et al., 2011).
An investigation of the possible mechanism underlying RGS2-
mediated neuroprotection revealed that RGS2 downregulation
enhanced activation of the ERK pathway (Seredenina et al.,
2011).
Glycolysis
Glycolysis, the well-known metabolic pathway of glucose
degradation resulting in formation of the high-energy
compounds ATP and NADH, may also be involved in
a compensatory response in neurodegenerative diseases.
Glycolysis has been shown to compensate for mitochondrial
dysfunction at the motor terminals of SOD1 transgenic mice
(most widely used animal model of ALS), and this mechanism
may help to support metabolism in the presence of dysfunctional
mitochondria (Carrasco et al., 2012).
Metalloproteases
Metalloproteases are a group of enzymes that contain a catalytic
metal ion at their active site and assist in the hydrolysis
of peptides, which ultimately leads to protein degradation.
Metalloproteases are important in many developmental
processes, including cell proliferation, differentiation
and migration (Chang and Werb, 2001). Endogenous
metalloproteases have been proposed to regulate mitochondrial
activity in degenerating neurons, and their activation may be
regarded as an adaptive and compensatory response to stressful
stimuli to protect mitochondrial function (de Oca Balderas
et al., 2013). Specifically, it has been shown that metalloprotease
inhibition stimulates mitochondrial activity impairment induced
by 3-nitropropionic acid (3-NP, striatal cell neurotoxin), and
metalloproteases may be involved in the cellular reorganization
induced by 3-NP (de Oca Balderas et al., 2013).
Neurotrophins and Neurogenesis
Neurotrophins are a family of proteins that stimulate the
development, differentiation and survival of neurons and are
thus natural candidates for self-defense in case of neuronal
loss. Neurotrophins can help to stimulate and control de
novo neurogenesis. However it has been debated whether this
phenomenon has any functional relevance, neurogenesis in the
adult brain has also been proposed as a possible compensatory
mechanism activated in response to environmental and genetic
cues (Pierce and Xu, 2010).
One of the most studied and well-known triggers of
neurogenesis is brain-derived neurotrophic factor (BDNF). It has
been suggested that an increase in BDNF expression may reflect
a compensatory mechanism against early neurodegeneration
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(Faria et al., 2014). Specifically, increased BDNF levels have
been reported in early stages of AD; these levels decrease over
the course of the disease and are inversely correlated with
dementia (Laske et al., 2006). It has also been reported that
serum levels of BDNF are significantly lower in PD patients and
correlate with the advancement of motor impairment (Scalzo
et al., 2010). Several studies have shown that a loss of BDNF
protein in the brains of HD patients may contribute to the
clinical manifestation of the disease (Zuccato and Cattaneo,
2014).
Turning back to animal models, it was recently shown that
neurotrophin treatments used on transgenic mouse models of
AD lead to a reduction in Aβ generation that was mostly
dependent on the BDNF-mediated decrease in glycogen synthase
kinase-3-β (GSK3β) activity, emphasizing the potential of
neurotrophins as targets for disease modifying therapy (Kazim
et al., 2014). Experiments performed on mice hypomorphic
for TrkB tyrosine kinase receptor (mainly activated by BDNF)
have revealed a profound loss of dopaminergic neurons in
the region of the substantia nigra (SN) together with elevated
levels of dopamine in the striatum and yet no alteration in
the turnover of this neurotransmitter (Zaman et al., 2004).
These findings were associated with increased BDNF levels in
the striatum but not the SN, suggesting the existence of a
putative compensatory mechanism that follows dopaminergic
cell loss in the SN (Zaman et al., 2004). An interesting
recent study by the Minichiello group in a novel genetic
mouse model showed that the selective removal of BDNF from
enkephalinergic striatal neurons results in spontaneous and
drug-induced hyperlocomotion associated with dopamine D2
receptor-dependent increased striatal protein kinase C (PKC)
and MAP kinase activation, a mechanism that may have impact
on striatal neuron vulnerability in the early-stage of HD (Besusso
et al., 2013).
Noradrenaline
Noradrenaline (NA) is one of the most important
neurotransmitter in the brain and the projections of
noradrenergic neurons originating in the locus ceruleus
penetrate virtually all brain structures. Degeneration of
noradrenergic neurons is observed both in PD and AD to
even greater extent and exacerbate the loss of dopaminergic
and cholinergic neurons, respectively (Zarow et al., 2003).
Experimental data indicate the important involvement of
NA associated with PD brain damage i.e., the loss of NA in
PD can worsen the dopamine nigrostriatal damage and, in
opposite---an enhanced level of NA may have a neuroprotective
effect (Srinivasan and Schmidt, 2003; Rommelfanger et al.,
2004). These data prompt a statement that NA may
serve as a compensatory mechanism in PD dopaminergic
neurodegeneration (Rommelfanger and Weinshenker, 2007).
In a genetic mouse model of PD based on damaged
mitochondrial DNA in dopaminergic neurons it was proven
that NA and serotonin were increased after the dopaminergic
cell loss (Pickrell et al., 2011). Recently, it has been shown that
mirtazapine, an noradrenergic and serotonergic antidepressant
drug, has a therapeutic potency in a classic pharmacological
model of PD, 1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine
(MPTP) treated mice (Kadoguchi et al., 2014).
The activation of NA in human neuronal cultures and
rat primary hippocampal neurons protects against neuronal
amyloid toxicity by stimulating neurotrophic pathways (Counts
and Mufson, 2010). In rats with the lesion of medial septum
cholinergic neurons, sprouting of noradrenergic sympathetic
fibers triggered by neurotrophins was noted, contributing to
cholinergic reinnervation what experimentally reiterated the
clinical implications of sprouting as an innate compensatory
mechanism (Nelson et al., 2014).
PKCδ (Protein Kinase Cδ)
PKC belongs to the group of enzymes that regulate the
function of other proteins at the intracellular level and thus
influence important cellular functions, including proliferation
and apoptosis (Griner and Kazanietz, 2007). A balance
between cell survival and apoptosis is crucial for avoiding
neurodegeneration, and alterations in PKC activity have been
associated with various neurodegenerative disorders, including
AD, PD and HD. Recently, it was shown that an increase in the
degradation of the PKCδ isoform is related to the compensatory
pro-survival mechanism activated in response tomHTT-induced
toxicity and is responsible for a delay in neuronal loss in HD (Rué
et al., 2014). Consistent with this observation, overexpression of
the PKCδ isoform in vitro enhances the negative effects of mHTT
(Rué et al., 2014).
Conclusions
Lack of a desired broad-spectrum phenotype and content
validity of some transgenic mice used as models of various
neurodegenerative diseases is often regarded as a caveat of further
practical exploiting of these models and prompts researchers
pursuing for alternative models, neglecting the ones which did
not fully meet their expectations. However, this failure can
be turned into a feature considering that behind the simple
resistance to the introduced mutation, there may be a huge
variety of compensatory processes delaying or attenuating the
expected phenotype in the rodent genetic models. A better
evaluation and understanding of these mechanisms may help us
to not only explain why neurodegenerative diseases are mostly
late-onset disorders in humans but may also provide new disease
markers and targets for novel strategies designed to extend
neuronal function and survival. Such attempts are apparently
rare. Surprisingly, only very few studies describing the observed
phenotypes of different genetic models of neurodegenerative
diseases have focused on this problem, and these mechanisms
were barely investigated in these papers.
The aim of this mini-review is to focus attention on
this under-explored field in which investigations may
reasonably contribute to unveiling hidden reserves within
the organism, particularly important in a preclinical stages
of neurodegenerative diseases. Perhaps this is the time to
reevaluate the initial descriptive characteristics of the transgenic
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mice created upon targeting the same causative genes as in
human neurodegenerative diseases, and pursue the potential
compensatory mechanisms underlying introduced mutations
that do not result in the expected phenotype.
Acknowledgments
This work was funded by the Polish National Science Center
(NCN), grant OPUS 2011/03/B/NZ7/05949.
References
Andorfer, C., Acker, C. M., Kress, Y., Hof, P. R., Duff, K., and Davies, P. (2005).
Cell-cycle reentry and cell death in transgenic mice expressing nonmutant
human tau isoforms. J. Neurosci. 25, 5446--5454. doi: 10.1523/jneurosci.4637-
04.2005
Andorfer, C., Kress, Y., Espinoza, M., de Silva, R., Tucker, K. L., Barde, Y. A.,
et al. (2003). Hyperphosphorylation and aggregation of tau in mice expressing
normal human tau isoforms. J. Neurochem. 86, 582--590. doi: 10.1046/j.1471-
4159.2003.01879.x
Bakhoum, M. F., Bakhoum, C. Y., Ding, Z., Carlton, S. M., Campbell,
G. A., and Jackson, G. R. (2014). Evidence for autophagic gridlock in
aging and neurodegeneration. Transl. Res. 164, 1--12. doi: 10.1016/j.trsl.2014.
01.016
Beal, M. F. (2010). Parkinson’s disease: a model dilemma. Nature 466, S8--S10.
doi: 10.1038/466s8a
Besusso, D., Geibel, M., Kramer, D., Schneider, T., Pendolino, V., Picconi,
B., et al. (2013). BDNF-TrkB signaling in striatopallidal neurons controls
inhibition of locomotor behavior.Nat. Commun. 4:2031. doi: 10.1038/ncomms
3031
Bezard, E., Yue, Z., Kirik, D., and Spillantini, M. G. (2013). Animal models of
Parkinson’s disease: limits and relevance to neuroprotection studies. Mov.
Disord. 28, 61--70. doi: 10.1002/mds.25108
Carrasco, D. I., Bichler, E. K., Rich, M. M., Wang, X., Seburn, K. L., and Pinter,
M. J. (2012). Motor terminal degeneration unaffected by activity changes in
SOD1(G93A) mice; a possible role for glycolysis. Neurobiol. Dis. 48, 132--140.
doi: 10.1016/j.nbd.2012.06.017
Chang, C., and Werb, Z. (2001). The many faces of metalloproteases: cell growth,
invasion, angiogenesis and metastasis. Trends Cell Biol. 11, S37--S43. doi: 10.
1016/s0962-8924(01)82222-4
Chen, R. H., Sarnecki, C., and Blenis, J. (1992). Nuclear localization and regulation
of erk- and rsk-encoded protein kinases.Mol. Cell. Biol. 12, 915--927.
Chesselet, M. F., and Richter, F. (2011). Modelling of Parkinson’s disease
in mice. Lancet Neurol. 10, 1108--1118. doi: 10.1016/s1474-4422(11)
70227-7
Counts, S. E., and Mufson, E. J. (2010). Noradrenaline activation of neurotrophic
pathways protects against neuronal amyloid toxicity. J. Neurochem. 113,
649--660. doi: 10.1111/j.1471-4159.2010.06622.x
de Oca Balderas, P. M., Ospina, G. G., and Del Ángel, A. S. (2013). Mitochondrial
impairment induced by 3-nitropropionic acid is enhanced by endogenous
metalloprotease activity inhibition in cultured rat striatal neurons. Neurosci.
Lett. 546, 16--20. doi: 10.1016/j.neulet.2013.04.041
Duff, K., Eckman, C., Zehr, C., Yu, X., Prada, C. M., Perez-Tur, J., et al. (1996).
Increased amyloid-beta42(43) in brains of mice expressing mutant presenilin
1. Nature 383, 710--713. doi: 10.1038/383710a0
Elder, G. A., Gama Sosa, M. A., and De Gasperi, R. (2010). Transgenic mouse
models of Alzheimer’s disease. Mt. Sinai J. Med. 77, 69--81. doi: 10.1002/msj.
20159
Eriksen, J. L., and Janus, C. G. (2007). Plaques, tangles and memory loss in mouse
models of neurodegeneration. Behav. Genet. 37, 79--100. doi: 10.1007/s10519-
006-9118-z
Faria, M. C., Gonçalves, G. S., Rocha, N. P., Moraes, E. N., Bicalho, M. A.,
Gualberto Cintra, M. T., et al. (2014). Increased plasma levels of BDNF and
inflammatory markers in Alzheimer’s disease. J. Psychiatr. Res. 53, 166--172.
doi: 10.1016/j.jpsychires.2014.01.019
Giordano, S., Darley-Usmar, V., and Zhang, J. (2013). Autophagy as an essential
cellular antioxidant pathway in neurodegenerative disease. Redox Biol. 2,
82--90. doi: 10.1016/j.redox.2013.12.013
Glick, D., Barth, S., and Macleod, K. F. (2010). Autophagy: cellular and molecular
mechanisms. J. Pathol. 221, 3--12. doi: 10.1002/path.2697
Gotz, J., Probst, A., Spillantini, M. G., Schäfer, T., Jakes, R., Bürki, K., et al.
(1995). Somatodendritic localization and hyperphosphorylation of tau protein
in transgenic mice expressing the longest human brain tau isoform. EMBO J.
14, 1304--1313.
Griner, E. M., and Kazanietz, M. G. (2007). Protein kinase C and other
diacylglycerol effectors in cancer. Nat. Rev. Cancer 7, 281--294. doi: 10.
1038/nrc2110
Kadoguchi, N., Okabe, S., Yamamura, Y., Shono, M., Fukano, T., Tanabe, A., et al.
(2014). Mirtazapine has a therapeutic potency in 1-methyl-4-phenyl-1,2,3,6-
tetrahydropyridine (MPTP)-induced mice model of Parkinson’s disease. BMC
Neurosci. 15:79. doi: 10.1186/1471-2202-15-79
Kazim, S. F., Blanchard, J., Dai, C. L., Tung, Y. C., LaFerla, F. M., Iqbal,
I. G., et al. (2014). Disease modifying effect of chronic oral treatment with
a neurotrophic peptidergic compound in a triple transgenic mouse model
of Alzheimer’s disease. Neurobiol. Dis. 71, 110--130. doi: 10.1016/j.nbd.2014.
07.001
Kreiner, G., Bierhoff, H., Armentano, M., Rodriguez-Parkitna, J., Sowodniok,
K., Naranjo, J. R., et al. (2013). A neuroprotective phase precedes striatal
degeneration upon nucleolar stress. Cell Death Differ. 20, 1455--1464. doi: 10.
1038/cdd.2013.66
Laske, C., Stransky, E., Leyhe, T., Eschweiler, G. W., Wittorf, A., Richartz, E., et al.
(2006). Stage-dependent BDNF serum concentrations in Alzheimer’s disease.
J. Neural Transm. 113, 1217--1224. doi: 10.1007/s00702-005-0397-y
Li, J. Y., Popovic, N., and Brundin, P. (2005). The use of the R6 transgenic
mouse models of Huntington’s disease in attempts to develop novel therapeutic
strategies. NeuroRx 2, 447--464. doi: 10.1602/neurorx.2.3.447
Lin, C. H., Tallaksen-Greene, S., Chien, W. M., Cearley, J. A., Jackson, W. S.,
Crouse, A. B., et al. (2001). Neurological abnormalities in a knock-in mouse
model of Huntington’s disease. Hum. Mol. Genet. 10, 137--144. doi: 10.
1093/hmg/10.2.137
MacDonald, M. (1993). A novel gene containing a trinucleotide repeat that
is expanded and unstable on Huntington’s disease chromosomes. The
Huntington’s disease collaborative research group. Cell 72, 971--983. doi: 10.
1016/0092-8674(93)90585-e
Masliah, E., Sisk, A., Mallory, M., and Games, D. (2001). Neurofibrillary pathology
in transgenic mice overexpressing V717F beta-amyloid precursor protein.
J. Neuropathol. Exp. Neurol. 60, 357--368.
Nelson, A. R., Kolasa, K., and McMahon, L. L. (2014). Noradrenergic sympathetic
sprouting and cholinergic reinnervation maintains non-amyloidogenic
processing of AβPP. J. Alzheimers Dis. 38, 867--879. doi: 10.3233/JAD-130608
Oyama, F., Sawamura, N., Kobayashi, K., Morishima-Kawashima, M., Kuramochi,
T., Ito, M., et al. (1998). Mutant presenilin 2 transgenic mouse: effect on an
age-dependent increase of amyloid β-protein 42 in the brain. J. Neurochem. 71,
313--322. doi: 10.1046/j.1471-4159.1998.71010313.x
Parlato, R., and Kreiner, G. (2013). Nucleolar activity in neurodegenerative
diseases: a missing piece of the puzzle? J. Mol. Med. (Berl.) 91, 541--547. doi: 10.
1007/s00109-012-0981-1
Pickrell, A. M., Pinto, M., Hida, A., and Moraes, C. T. (2011). Striatal dysfunctions
associated with mitochondrial DNA damage in dopaminergic neurons in a
mouse model of Parkinson’s disease. J. Neurosci. 31, 17649--17658. doi: 10.
1523/JNEUROSCI.4871-11.2011
Pickrell, A. M., Pinto, M., and Moraes, C. T. (2013). Mouse models of Parkinson’s
disease associated with mitochondrial dysfunction. Mol. Cell. Neurosci. 55,
87--94. doi: 10.1016/j.mcn.2012.08.002
Pierce, A. A., and Xu, A. W. (2010). De novo neurogenesis in adult hypothalamus
as a compensatory mechanism to regulate energy balance. J. Neurosci. 30,
723--730. doi: 10.1523/JNEUROSCI.2479-09.2010
Przedborski, S., Jackson-Lewis, V., Naini, A. B., Jakowec, M., Petzinger,
G., Miller, R., et al. (2001). The parkinsonian toxin 1-methyl-4-phenyl-
1,2,3,6-tetrahydropyridine (MPTP): a technical review of its utility and
Frontiers in Cellular Neuroscience | www.frontiersin.org 5 March 2015 | Volume 9 | Article 56
Kreiner Compensatory mechanisms in neurodegeneration models
safety. J. Neurochem. 76, 1265--1274. doi: 10.1046/j.1471-4159.2001.
00183.x
Ribeiro, F. M., Camargos, E. R., de Souza, L. C., and Teixeira, A. L. (2013). Animal
models of neurodegenerative diseases. Rev. Bras. Psiquiatr. 35(Suppl. 2),
S82--S91. doi: 10.1590/1516-4446-2013-1157
Rommelfanger, K. S., andWeinshenker, D. (2007). Norepinephrine: the redheaded
stepchild of Parkinson’s disease. Biochem. Pharmacol. 74, 177--190. doi: 10.
1016/j.bcp.2007.01.036
Rommelfanger, K. S., Weinshenker, D., and Miller, G. W. (2004). Reduced
MPTP toxicity in noradrenaline transporter knockout mice. J. Neurochem. 91,
1116--1124. doi: 10.1111/j.1471--4159.2004.02785.x
Rué, L., Alcalá-Vida, R., López-Soop, G., Creus-Muncunill, J., Alberch, J., and
Pérez-Navarro, E. (2014). Early down-regulation of PKCδ as a pro-survival
mechanism in Huntington’s disease. Neuromolecular Med. 16, 25--37. doi: 10.
1007/s12017-013-8248-8
Scalzo, P., Kümmer, A., Bretas, T. L., Cardoso, F., and Teixeira, A. L. (2010). Serum
levels of brain-derived neurotrophic factor correlate with motor impairment in
Parkinson’s disease. J. Neurol. 257, 540--545. doi: 10.1007/s00415-009-5357-2
Scholz, S.W.,Mhyre, T., Ressom,H., Shah, S., and Federoff, H. J. (2012). Genomics
and bioinformatics of Parkinson’s disease. Cold Spring Harb. Perspect. Med.
2:a009449. doi: 10.1016/j.pathophys.2014.10.002
Schwab, C., Klegeris, A., and McGeer, P. L. (2010). Inflammation in transgenic
mouse models of neurodegenerative disorders. Biochim. Biophys. Acta 1802,
889--902. doi: 10.1016/j.bbadis.2009.10.013
Seredenina, T., Gokce, O., and Luthi-Carter, R. (2011). Decreased striatal RGS2
expression is neuroprotective in Huntington’s disease (HD) and exemplifies
a compensatory aspect of HD-induced gene regulation. PLoS One 6:e22231.
doi: 10.1371/journal.pone.0022231
Srinivasan, J., and Schmidt, W. J. (2003). Potentiation of parkinsonian symptoms
by depletion of locus coeruleus noradrenaline in 6-hydroxydopamine-induced
partial degeneration of substantia nigra in rats. Eur. J. Neurosci. 17, 2586--2592.
doi: 10.1046/j.1460-9568.2003.02684.x
Wiedlocha, M., Stan´czykiewicz, B., Jakubik, M., and Rymaszewska, J. (2012).
[Selected mice models based on APP, MAPT and presenilin gene mutations in
research on the pathogenesis of Alzheimer’s disease]. Postepy Hig. Med. Dosw.
(Online) 66, 415--430. doi: 10.5604/17322693.1001098
Xifro, X., Anglada-Huguet, M., Rué, L., Saavedra, A., Pérez-Navarro, E., and
Alberch, J. (2011). Increased 90-kDa ribosomal S6 kinase (Rsk) activity is
protective against mutant huntingtin toxicity.Mol. Neurodegener. 6:74. doi: 10.
1186/1750-1326-6-74
Zaman, V., Nelson, M. E., Gerhardt, G. A., and Rohrer, B. (2004).
Neurodegenerative alterations in the nigrostriatal system of trkB hypomorphic
mice. Exp. Neurol. 190, 337--346. doi: 10.1016/j.expneurol.2004.08.002
Zarow, C., Lyness, S. A., Mortimer, J. A., and Chui, H. C. (2003). Neuronal loss
is greater in the locus coeruleus than nucleus basalis and substantia nigra
in Alzheimer and Parkinson diseases. Arch. Neurol. 60, 337--341. doi: 10.
1001/archneur.60.3.337
Zuccato, C., and Cattaneo, E. (2014). Huntington’s disease. Handb. Exp.
Pharmacol. 220, 357--409. doi: 10.1007/978-3-642-45106-5_14
Conflict of Interest Statement: The author declares that the research was
conducted in the absence of any commercial or financial relationships that could
be construed as a potential conflict of interest.
Copyright © 2015 Kreiner. This is an open-access article distributed under the terms
of the Creative Commons Attribution License (CC BY). The use, distribution and
reproduction in other forums is permitted, provided the original author(s) or licensor
are credited and that the original publication in this journal is cited, in accordance
with accepted academic practice. No use, distribution or reproduction is permitted
which does not comply with these terms.
Frontiers in Cellular Neuroscience | www.frontiersin.org 6 March 2015 | Volume 9 | Article 56
